Encouraging data out of the 2010 Congress of the European Society for Medical Oncology with respect to non-small-cell lung cancer hazard ratio: 0.38), confirmed by independent review 2 . However, at primary analysis, median overall survival (os), the primary endpoint, was not statistically significantly different: 10.78 months with bsc plus afatinib versus 11.96 months with bsc plus placebo (hazard ratio: 1.08; 95% confidence interval: 0.86 to 1.35; p = 0.74) 2 .
The rate of disease control was also significantly higher in patients who took afatinib than in those who took placebo (58% vs. 18%, p < 0.0001), also independently verified 2 . Moreover, afatinib significantly improved symptoms related to lung cancer (such as cough, dyspnea, and pain) and significantly delayed time to deterioration of cough, to individual dyspnea items, and to chest pain 2 . There were no new or unexpected safety findings; the main side effects were diarrhea and rash.
In lung cancer patients with advanced disease, maintaining quality of life for as long as possible and managing debilitating symptoms is of high relevance. Although treating the cancer in these patients is important, it is equally important that the therapeutic agents control symptoms and be well tolerated.
The tripling of pfs is a clear indicator of the activity of afatinib; however, because of the unexpected use of additional (confounding) treatments in the study, the effect could not translate into a difference in os prolongation in the afatinib arm as compared with the placebo arm (79% patients received further treatment). This use of further treatments had not been anticipated at the time of trial design. The lack of survival benefit may also be related to the probable high enrichment of the trial population with egfr-mutated patients having an outstanding median survival time of approximately 12 months in the third-and fourthline settings in the placebo arm. Such survival is unprecedented in nsclc and highlights the intrinsic good prognosis of egfr-mutated nsclc patients. Elimination of patients whose first-and secondline treatments failed, and who were not eligible for more treatments, contributes further to the selection of biologically better patients.
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Lung cancer continues to be the leading cause of cancer-related mortality worldwide 1 . Most patients present with locally advanced or metastatic disease. Although targeted treatment advances have been made in recent years, lung cancer remains a stubborn cancer to treat, and there is still no approved, standard therapy for patients with metastatic non-small-cell lung cancer (nsclc) in whom chemotherapy has failed and who have progressed after therapy with an epidermal growth factor receptor tyrosine kinase inhibitor (egfr-tki).
I recently attended the European Society for Medical Oncology (esmo) congress in Milan, Italy, and I can report some encouraging data. Findings from the lux-Lung 1 (phase iib/iii) trial studying afatinib-a next-generation irreversible dual inhibitor of egfr and human epidermal growth factor receptor 2 (her2) tyrosine kinase-in patients with advanced nsclc suggest that afatinib has significant activity in that patient population 2 .
The study involved 585 patients with advanced nsclc whose cancer had progressed after receiving 1 or 2 lines of chemotherapy and a first-generation egfr-tk i (gefitinib or erlotinib). The participants were randomly assigned to either best supportive care (bsc) plus placebo or to bsc plus afatinib. The patient characteristics were balanced in both arms: median age (58 years), women (60%), East Asian ethnicity (58%), performance status 0-1 (92%), more than 24 weeks of prior erlotinib or gefitinib (81%), and a complete or partial response on prior egfr-tki treatment (45%).
Afatinib significantly extended progression-free survival (pfs), unprecedentedly tripling it over pfs with placebo (3.3 months vs. 1.1 months; p < 0.0001; Interestingly, in a patient subgroup that did not receive any treatments subsequent to afatinib or placebo (given that no further treatment was available in some countries), a benefit in os could be shown for afatinib versus placebo (hazard ratio: 0.65). However, that analysis was not formally planned as a subgroup analysis, and the results are therefore exploratory only.
The fact that afatinib induced objective regressions, delayed progression of the cancer, and improved cancer-related symptoms cannot be minimized in a population with no further standard treatment options. The results from lux-Lung 1 have substantially contributed to a better understanding of the egfr-mutated patient population. Conclusions from the trial will be relevant for the design of further clinical studies.
Encouraging results were also presented from lux-Lung 2, a phase ii trial studying patients in firstand second-line treatment for advanced nsclc who harbour egfr mutations, showing that patients with common egfr mutations receiving afatinib have a median pfs of approximately 14 months and a median os of about 2 years 3 .
Afatinib is taken in tablet form and, unlike firstgeneration tkis, irreversibly binds to egfr and her2. The compound is under development for advanced nsclc and several solid tumour types.
